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TURN RECEIPT RE(NMM$TED

Mr, Jams A. Monsor
Director of Operations
ALK-Abello, Inc.
1700 Royston Lane
Round Rock TX 78664

Dear Mr. Monsoc

The Food and Drug Administration (FDA) conducted an inspection of ALK-Abello, Inc., 1700
Royston Lane, Round Rock, Texas, between october 18-22,1999, During the inspection, our
inspectors documented significant deviations from the applicfible standards and requirements of
Section 5010 of the Federal Food, Drug and Cosmetic Act (FD&C Act), and Title 21,
Code of Federal Rem] atio~t (21 CFR), Parts211, and 600-680 as follows:

1, Failure to establish, maintain, and follow adequate written procedures describing the
handling of all written and oral complaints regarding a drug product including the need .
for an investigation in accordance with 5211, 192[21CFR211, 198(a)] in that:

a. Investigations into five complaints regarding discolored products and seven
complaints regarding excessive precipitates were not always comple[ed and

impact on product was not always assessed.

b, Complaints recehred by headqutiers in Wall ingfiird, CT were not always
forwarded in a timely manner to ~he manufacturing facilit y at Round Rock, TX
for investigation and follow-up.

2, Failure to establish and follow written procedures for the surveillance. receipt, evduacion.
and reporting of adverse cxperien~s to FDA (21(YI? 600, 80(b)] in that product
complaints involving Tree Mix lot 13T21F27824, Trcatmem set lot 73009-4, rind ]ohnson
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Grass kJI 7X6311_23Trcalmcnl SOI,WMC INN always asscswd for compliance wilh I:DA
advcrw cwn{ rcpnrting rcquircmcnk

Failure 10ensure that rcproccssrxibatches will conrortn with all es[ablishecl standards,
spocificalions. and Clwrac[wislics [2 I W{ 211, I 1S(a)] in hat Ihere was no writlcn
procedure and validrllion dala lhal supports lhe f bulk product following a

Fdiled s(erilily {csl withoul an assignable causo

Failure 10 assure tha[ container closure sys~emswe not reactive, additive, cr absorptive S(I
as to alter ~llcsafety, idcn[ity, smng[h, quality, or purity ofd~e drug product and la
provide m-bquale proteciio[l tig~insl factors in s(orage and use that can cause detwioralion
or contamination of [f]e drug produc( 12ICFR 211.941 in thrd cuntainer closure system
inwgrily and compatibility slucficshave Imt been pcrhrmed,

Fniluro 10establish scienti(lcally sound and appropriate specifications, s[andarcls,
sampling plans, and msl proccr.iurcsdesigned to russurethat drug prorJr.rclsconform 10
appropriate slamlards of identi[y, s[ronglh, qualit y, and purity (2 1 CFR 2 I I. 160(b)] in
ihat preservative effectiveness (CS{Shave not been performod for all filled products.

Uailurc to eslablish separale or (lelined arom or’olhm camrul sys[erns for nmutldcluring
and processing opora[ions to prevent contamination w mix-up [21 CITI{ 2 I [.42(c){ 10)(iv)]
in lhal surface en”viromncnlal‘monitoring was not perfornwxl ;n-lh

~o”” -
where asoplic Ii II ing occurs

7, Failure to esrablish and fhllow wri[(en lesting programs designed I(I assessLhestahili(y
characleris[ics ofdnrg produc[s (2 I CFR 2 I I, 166] in Lha[not all tesis ~-

wore consiskmt!y perfurmcd at the established [CSLin[crvals for standardized
allergenic extracts.

WC acknowledge rcccipt M yow resprmsc (lilld Nnvcmbcr 5, 1999,10 the Form NIA 483 issued
al the close of lhc inspection and the upda!rx provkhxl during Ihc January 31, 2000, conference
call mectifig between FDA and A1.K-AbeJlo wprcsentatives, Cwrwcthre aclions rrddrcssedin
your Iertcr may bc rcforenced in yrwr response to this lcller= as appropriate. Our evaluation of
your response follows, and is nl~nlbcred 10 corrcspmd 1(Idw items Iisled cmlhc Fern\ FDA 483:

2a-[

6/19.

7/!3,

Pkasc clwify whe{he~ no[ificalion 10the agency will be done regarding {he aciversc
expcricncc rcponing.

The response indicalcd lhal reprocessing woukl m]t [w perihmcd fhr WIy product tlIal
tZiis s[crilily lcsting. Please Imle thri[ if reprocessing is pdiirmed in the h[ure, Ihc
rcprocewing procedures rnusl 1x2validated and sllhmillcd w a prim’ tippr-ovill supplerncn[
10 your license

‘l”huresponw indim[cd tll;ll ;!11Iiiilurcs iucluclirlg swilily and envirnnmcnltil outages will
be more IImroughly invcsligal cd.and docmncnlud. Pkrsc wMc lhal [IIC Mails ofthe

invcsligwion depend cm[he [ypc ill}(l processing of lhe producl marrufaclurcd
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Investigations should at least include review of area maintenance documentation,

sanitization documentatio~ physical and operational parameters and trai ning status of
persomei involved. In addition, please note that identi~ing the isolates recovered from

monitoring methods may be usefi.d when identifying the source of microbial
contamination in a product or process.

Neither this letter nor the list of inspectional obsewations (Form FDA 483) is meant to be an all-
inclusive list of deviations. It is your responsibility to ensure that your fatilit y is in compliance
with the provisions of the Federal FOOL Drug, and Cosmetic Act and all applicable regulations.
You should take prompt action to correct these deviations. Failure to promptly correct these
deviations may result in regulatory action without fbrther notice. Such actions include seizure,
injunction, license suspension and/or revocation. Federal agencies are advised of the issuance of
all Warning Letters about drugs so that they may take this information into account when
considering the award of contracts.

You should notify this office in writing, within 15 working days of receipt of this letter, of any
additional specific steps you have taken to correct the noted deviations and to prevent their
recurrence. If corrective action cannot be completed within 15 working days, state the reason for
the delay and the time within which the corrections will be completed.

Your reply should be sent to the following address: Mr. Steven A. Masiello, Director, OffIce of
Compliance and Biologics Quality, Center for Biologics Evaluation and Research Attention:
Division of Case Management, HFM-6 10, 1401 Rockville Pike, Suite 200N, Rockville, MD
20852-1448.

Sincerely,

J)&&d.k?LtL
Deborah D. Ralston
Director
WIlce of Regional Operations


